croenvironment. However, we agree with Arnaud et al. that the exact molecular basis of T-cell activation, especially in the case of psoriasis, needs to be addressed in further studies.
Borriello and De Palma address the important aspect of clinical decision making. Historically, the diagnosis of atopic eczema and the hyper-IgE syndrome has been based on clinical phenotyping and laboratory findings. Patient 2 did not fulfill these criteria for the hyper-IgE syndrome. 3 However, as Borriello and De Palma state, both diseases are heterogeneous, and the clinical presentations overlap. With increasing knowledge of altered molecular pathways and distinct genetic mutations, several disease subgroups may be identified. Such a process has been observed in the field of cancer, in which detailed knowledge of the pathogenesis of diseases such as melanoma 4 is the basis for an individualized molecular therapy. Interestingly, no patient with atopic eczema in our article was filaggrin-deficient, which could indicate a "T-cell-driven" or "antigen-dependent" type of atopic eczema. Certainly, the way to pro-ceed is to identify the precise molecular and genetic alterations of individuals rather than groups of patients. Stefanie Eyerich, Ph.D. 
Coagulopathy of Chronic Liver Disease
To the Editor: In their review article, Tripodi and Mannucci (July 14 issue) 1 present data that suggest a procoagulant imbalance in cirrhosis. Resistance to anticoagulation that is mediated by thrombomodulin 2 and an increased relative risk of venous thromboembolism 3 indicate that patients with cirrhosis do not undergo anticoagulation because of their increased prothrombin time. Consequently, the rationale to administer freshfrozen plasma to correct the prothrombin time before invasive procedures is debated.
One of the invasive procedures that is most frequently performed in patients with decompensated cirrhosis is diagnostic or large-volume paracentesis. Even in patients with elevated values for the international normalized ratio, bleeding after paracentesis occurs in a very low percentage of patients, 4 and there is no evidence that a prolonged prothrombin time is associated with a risk of bleeding after this procedure. 5 These findings indicate that a prolonged prothrombin time is not associated with a clinically relevant hypocoagulable state in patients with cirrhosis. Therefore, avoiding the administration of fresh-frozen plasma before paracentesis in patients with cirrhosis should be considered, since the risks and costs may exceed the real benefit for the patient. Andrea De Gottardi, M.D., Ph.D.
University of Bern Bern, Switzerland andrea.degottardi@gmail.com
No potential conflict of interest relevant to this letter was reported. To the Editor: A procoagulant state is detected in liver cirrhosis and may be responsible for an enhanced rate of vein thrombosis. Tripodi and Mannucci suggest that an imbalance between increased values of factor VIII and reduced natural anticoagulants such as protein C may account for the procoagulant state. Enhanced circulating lev-els of von Willebrand factor are suggested to impair factor VIII clearance, but the underlying mechanism is not fully clarified. We have previously shown that endotoxemia plays a role, since it is enhanced in patients with cirrhosis and may release von Willebrand factor from endothelial cells. 1 Interestingly, endotoxemia may elicit a procoagulant state with an alternative mechanism, since it enhances the expression of tissue factor (with ensuing clotting activation) in monocytes obtained from patients with cirrhosis. 2 This effect is more pronounced in the portal circulation of patients with cirrhosis in whom endotoxemia could be a trigger for thrombosis. 3 The treatment of such patients with nonabsorbable antibiotics resulted in parallel reduction of endotoxemia, von Willebrand factor, and clotting activation, 4 which suggests that this approach may lower the procoagulant state in patients with cirrhosis. balance (i.e., reduced levels of protein C and increased factor VIII), are also mechanistic factors for Virchow's triad, which leads to an increased risk of venous thrombosis. Therefore, we believe there is a rationale for using anticoagulation in patients with portal-vein thrombosis. Furthermore, TIPS, although effective for the treatment of portal-vein thrombosis, is an invasive procedure. 3 Therefore, we consider TIPS a second-line therapeutic option to be implemented only when there are concomitant complications related to portal hypertension or when thrombosis expands despite anticoagulant therapy.
As pointed out by Violi et al., 4 the occurrence of endotoxemia might play a role in the perturbation of hemostasis in end-stage liver disease through alterations of fibrinolysis or the occurrence of disseminated intravascular coagulation. However, the role that is played by the above conditions cannot be easily ascertained in the clinical context, owing to the lack of relatively simple global laboratory tests that truly reflect the conditions operating in vivo. For instance, increased levels of prothrombin fragment F1+2 or d-dimer, which are regarded by Violi et al. 4 as indexes of coagulation activation, may instead be the consequence of the decreased clearance of these peptides from the circulation owing to impaired liver function rather than to ongoing coagulation activation. Hence, the association of these abnormali-ties with bleeding or thrombotic complications in end-stage liver disease cannot be easily shown. Finally, the question of whether the administration of nonabsorbable antibiotics truly helps to limit the procoagulant imbalance in end-stage liver disease, as suggested by Violi et al., should be more thoroughly investigated in prospective, randomized clinical trials. However, we maintain that antibiotics are less likely than anticoagulants to affect the plasma procoagulant imbalance because of the reduced levels of protein C and increased factor VIII that are distinctive features of chronic liver disease.
